[Immunosuppressive effect in combination therapy of cyclosporine A, FK506 and 15-deoxyspergualin on a pancreatic islet xenotransplantation].
The purpose of this study was to investigate the immunosuppressive effect of Cyclosporine A (CsA), FK506 (FK) and 15-Deoxyspergualin (DSG) on pancreatic islet xenotransplantation (hamster to rat). Mean graft survival time of control was 2.9 +/- 0.6 days. CsA of 20mg/kg/day, FK of 0.5mg/kg/day and DSG of 1mg/kg/day prolonged graft survival to 6.2 +/- 2.0, 6.4 +/- 1.6 and 5.2 +/- 1.9 days, respectively. In combination of CsA with FK, graft survival time was 12.9 +/- 6.3 days, DSG combined with CsA, and DSG combined with FK could significantly prolong graft survival in synergistic fashion to 31.4 +/- 13.2 days and 30.7 +/- 6.5 days, respectively. Triple combination of these three drugs could not prolong graft survival more than double combination. Lymphocytotoxic antibody titer rose after grafting in single use of CsA, FK and DSG, but any combination therapy completely suppressed production of lymphocytotoxic antibody. Histologically, CsA combined with FK eliminated medullary thymocytes, but not cortical thymocytes. On the other hand, DSG combined with CsA or FK eliminated both of medullary and cortical thymocytes. In conclusion, CsA and FK may have similar immunosuppressive mode of action different from that of DSG. Combination therapy of DSG with CsA or FK could significantly prolong islet xenograft survival.